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•(54) Title: TOPICAL HAIR GROWING COMPOSITION AND fCIT 
(57) Abstract 

A method for enhancing growth of fine vellous hair into terminal hair in an at least partially bald person which com- 
prises topically applying to the scalp a compound selected from the group consisting of 6-chloro-3,4-dihydro-2H-I,2,4- 
ben20thiadiazine-7-sulfonamide 1. 1 -dioxide, 6-chloro-3-(dichloromethyl)-3,4-dihydro-2H-l,2,4-benzothiadiazine-7-sulfon- 
amide I ! -dioxide, 2-chloro-5-(l-hydroxy-3-oxo-l-isoindoUnyl)benzene sulfonamide, 3,4-dihydro-3-(phenylmethyl)-6-(trif- 
iuoromt:iiyi)-2H-i,2,4-ben20thiadiazine-7-sulfonamide 1,1 -dioxide, 6-chIoro-3-(chloromethyl)-3,4-dihydro-2-methyl-2H- 
l,2,4-ben20thiadiazine-7-sulfonamide 1,1-dioxide, 6-chloro-3,4-dihydro-2-methyl-3-{[(2^,2-trifluoroethyl)thiolmethyl}-2H- 
l,2,4-ben20thiadiazine-7-sulfonamide 1,1-dioxide and 6-chloro-2H-l,2,4.ben20thiadiazine-7-sulfonamide l,i-dioxide 
whereby the smooth muscles in the small blood vessels in the papilla pah of connective tissue of skin that supplies the hair 
follicle is relaxed, thereby increasing blood flow to the hair matrix leading to the maturation of fine hairs into terminal 
hairs. Also provided is a topical medication and method for reversing the effects of baldness focused upon said compound 
as the active ingredient. A kit is provided which comprises the medication with said compound suitable for reversing the 
effects of baldness on the scalp of an at least panially bald subject which comprises a package including said compound 
and directions for administration of said compound to said scalp for the reversal of the effects of baldness. 
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Top^ucai hai : growing composition and ki . 
In accordance with a first aspect of the invention there 
is provided A method of enhancing growth of fine vellous hair 
into terminal hair in an least partially bald person which 
5 comprises topically applying to the scalp a compound selected 
from the group consisting • of 6-chloro-3 , 4-dihydro-2H-l, 2, 4- 
benzothiadiazine-7-sulf onamide 1, 1-dioxide, 6-chloro-3- 
( dichloromethyl ) -3 , 4-dihydro-2H-l , 2 , 4-ben20thiadiazine-7- 
sulfon amide 1,1-di oxide, 2-chioro-5-( 1 -hydroxy- 3 -oxo-1- 
10 isoindolinyl ) benzene sulfonamide, 3 , 4-dihydro-3- ( phenyl- 
methyl ) -6- ( tr i f luoromethyl ) -2H-1 , 2 , 4-benzothiadia2ine-7- 
sulfon amide 1, 1 -dioxide , 6-chloro-3-( chloromethyl ) -3 ^ 4- 
dihydro-2-methyl-2HTl, 2 , 4-benzothiadiazine-7-sulf onamide 1,1- 
dioxide, 6-chloro-3 , 4-dihydro-2-methyl-3- C [ ( 2, 2, 2-trif luoro- 
15 ethyl )thio] methyl }-2H-l, 2, 4- ben20thiadiazine-7- sulfonamide 
1, 1-dioxide, 6-chloro-2H-l , 2, 4-benzothiadiazine-7-sulfonamide 
1, 1-dioxide and 3, 4-dihydro-6-trif luoromethyl-2H-l, 2, 4-benzo- 
thiadiazine-7-sulfonamide 1, 1-dioxide whereby the smooth 
muscles in the small blood vessels in the papilla part of 
20 connective tissue of skin that supplies the hair follicle is 
relaxed, thereby increasing blood flow to the hair matrix 
leading to the maturation of fine hairs into terminal hairs* 
Thus, the method provides permitting the normal growth of fine 
vellous hair into terminal hair. According to this aspect of 
25 the invention, in one embodiment there is provided a method of 
permitting the normal growth of fine vellous hair into 
terming? hair in an least partially bald person in accordance 
with claim 1, wherein said compound is applied from a topical 
solution containing at least about 0.01 weight percent said 
30 compound in a suitable carrier for said compound. 

The total amount of said compound applied each day to the 
scalp of the patient will vary dependent upon the individual 
patient. It is contemplated that said compound is 
administered at least once per day, with one embodiment being 
35 twice per day application. The concentration of said compound 
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is also not critical as it is the total amount of said 
compound that is important. The suitable solvent serves to 
place said compound in contact with the bald area, so that 
ultimately there is only the said compound acting directly on 
5 the site to the effected- Because the dosage is topical, 
essentially 100% of said compound is in direct contact with 
the area to be treated, so that very low dosages can be used. 

In a preferred embodiment the individual dosage will be 
from about 0.5 to about 2 cc, once or twice per day, at any of 

10 the concentration ranges. 

In one embodiment of this first aspect of the present 
invention there is provided a topical solution containing at 
least about 0.01 weight percent said compound in a suitable 
carrier for said compound. The total amount of said compound 

15 in the suitable carrier may vary greatly, it being understood 
that it is the total dosage of said compound that is 
important, and not the total amount of the total solution. 
To the extent that it is desired not to have too great an 
amount of said compound applied to any one spot on the scalp, 

20 a more dilute solution is preferred so that a larger total 
volume of fluid is applied to the scalp. The maximum amount 
of said compound is widely varied and said compound may be 
present up . to the saturation point in the suitable solvent. 
One preferred embodiment is the provision of at least about 

25 0.01% said compound. 

Zn a . preferred embodiment of this first aspect of the 
present invention, said suitable carrier is propylene glycol. 
In yet another preferred embodiment, said suitable carrier is 
an ethanolic solution. 
30 In a second aspect of the present invention, there is 

provided a topical medication for reversing the effects of 
baldness on the scalp of an at least partially bald subject 
which comprises a baldness-reversing amount of said compound 
in a form suitable for topical administration in a carrier 
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therefor, said compound upon continued application to said 
scalp effecting the growth of hair thereon. In said topical 
medication said compound is in one embodiment present in an 
amount of at least about 0.01 weight percent said compound in 
5 said suitable carrier for said compound. 

In a third aspect of the present invention there is 
provided a method for reversing the effects of baldness on the 
scalp of an at least partially bald subject which comprises 
administering topically to said scalp a baldness -reversing 
10 amount of said compound, said compound upon continued 
application to said scalp effecting the growth of hair 
thereon. in a preferred embodiment of said method, said 
compound is applied from a topical solution containing at 
least about 0.01 weight percent compound in a suitable carrier 
15 for said compound. 

In a fourth aspect of the present invention there is 
provided a kit containing a medication suitable for reversing 
the effects of baldness on the scalp of an at least partially 
bald subject v/hich comprises a package containing: 
a container including said compound in 
a form suitable for topical adminis- 
tration to the scalp of said subject; 
and 

(b) directions for administration of said 
compound to said scalp for the 
reversal of the effects of baldness 
said compound upon continued application to said scalp 
effecting the growth of hair thereon. The container may be a 
standard pharmaceutical container such as a bottle with label 
30 directions attached directly to the bottle which explain that 
said compound which is the active ingredient of the present 
kit, topical medication and method, is to be topically 
administered to the scalp of an at least partially bald 
patient wishing to have hair growth in the bald areas of his 
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scalp. Alternatively, the container may be a box or other 
cardboard, plastic or similar container having therein both a 
package insert with instructions on how to use said compound 
as a topical baldness treatment together with an inner 
5 container of said compound in a suitable solvent therefor. 

Baldness generally is due to the failure of the hairs to 
be permitted to grow into terminal hairs, the large "hair" as 
laymen understand that term to be. Instead, the fine vellous 
hair that normally would grow into the terminal hair is 

10 essentially precluded from such growth. Said compound acts in 
the following manner. The smooth muscles in the small blood 
vessels in the papilla part of connective tissue of skin that 
supplies the hair follicle are relaxed, thereby increasing 
blood flow to the hair matrix leading to the maturation of 

15 fine hairs into terminal hairs. As a result, there is 
permitted the maturation of the fine hairs into terminal 
hairs as would be the case in a normal person without 
baldness . 



EXAMPLE I 



20 



The compound 5-chloro-3, 4-dihydro-2H-l, 2, 4-benzothia- 
diazine-7-sulfonamide 1,1-dioxide is described in the 
literature, including Downing, U.S. patent 3,043,840 (1952), 
Irons et al., U.S. patent 3,164,588 (1955), de Stevens et al' 
U.S. patent 3,153,645 (1964), and Jones et al., U.S. patent 
25 3,025,292. 

The use of 6-chloro-3,4-dihydro-2H-l,2,4-ben2othiadia- 
zine-7-sulfonamide 1,1-dioxide is known as a diuretic agent, 
but never as a topical medication. 

Reference has been made herein to 6-chloro-3, 4-dihydro- 
30 2H-l,2,4-ben2othiadiazine-7-sulfonamide 1,1-dioxide. it is to 
be understood that any derivatives and salt forms of 6-chloro- 

3,4-dihydro-2H-l,2,4-benzothiadia2ine-7-sulfonaraide 1,1- 
dioxide are also contemplated within the scope of the 



w o 88/00040 



PCT/LS87/01575 
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invention and may be used instead of the 5-chloro-3 , 4-dihydro- 
2H-1, 2, 4-benzothiadiazine-7-sulfonamide 1, 1-dioxide. 

As this compound has limited solubility in water but has 
solubility in ethanol, an ethanolic solution is contemplated 
5 as a preferred embodiment. 

To a graduated 1000 ml beaker there are added first 20 mg 
powdered 6"Chloro-3, 4-dihydrO"2H-l , 2, 4-benzothiadia2ine-7- 
sulfonamide 1,1-dioxide and 55 ml 95% ethanol which are 
intimately mixed together, followed by addition of water to 
10 the 1000 mi mark. The resultant solution contains a two 
percent 6-chloro-3, 4-dihydro-2H-l , 2, 4-ben2othiadia2ine-7 - 
sulfonamide 1,1-dioxide in a 5% ethanolic solution suitable 
for topical application to the scalp of a bald patient for the 
treatment of baldness. 
15 For the treatment of baldness, on a daily basis there is 

administered 2 cc to the scalp of said patient for the growth 
of hair on said bald spot. Administration is carried on 

twice a day, once in the morning after showering and once in 
the evening before retiring. 
20 The compound 6-chloro-3 , 4-dihydro-2H-l , 2, 4-benzothia- 

dia2ine-7-sulf onamide 1,1-dioxide was tested for treating 
baldness. To test the suitability of 6-chloro-3 , 4-dihydro-2H- 
l,2,4-benzothiadiazine-7-sulfonamide 1,1- dioxide as a 
treatment agent for baldness the following test was conducted. 
25 A total of 12 mouse trials were involved. A test was made for 
5-chloro-3, 4-dihydro-2H-l,2, 4-benzothiadia2ine-7-sulfonamide 
1,1-dioxide on hairless weanling mice on a. grading scale of no 
hair growth ( " 0 " ) ; sparse growth ( " 1 " ) ; fuzzy growth ( " 2 " ) ; 
and very fuzzy growth ("3"). Six different mice were tested 
30 for the compound 6-chloro-3, 4-dihydro-2H-l, 2, 4-benzothia- 
diazine-7-sulfonamide 1, 1-dioxide versus six placebo trials. 
In the following tabulation, "active ingredient" refers to the 
compound 6-chloro-3 , 4-dihydro-2H- 1 , 2 , 4-ben20thiadiazine-7- 
sulfonamide 1,1-dioxide. 
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Trial no. Active Ingredient Placebo 

1 1 3 

2 12 

3 2 2 
5 4 3 2 

5 1 1 

6 3 1 

With the placebo having only one trial hitting the 3 
level and two with the 1 level, the trials for 6-chloro-3 , 4- 
10 dihvdro-2H-l, 2, 4-benzothiadiazine-7-sulfonamide 1,, 1-dioxide 
show a superior result for the compound of this example versus 
the placebo. 

A standard bottle for pharmaceutical liquids is filled 
with 200 ml of the solution of this example,, and placed in a 

15 rectangular cardboard package together with a package insert 
giving directions for the topical administration of 6-chloro- 
3 , 4-dihydro-2H-l, 2, 4-benzothiadiazine-7-sulfonamide 1 , 1- 
dioxide for alleviation of the effects of baldness. 

A propylene glycol solution is prepared with 6-chloro- 

20 3,4-dihydro-2H-l,2,4-benzothiadiazine-7-sulfonamide 1,1- 
dioxide in place of the 5% ethanolic solution previously 
described. 

EXAMPLE II 

The use of 6-chloro-3-(dichloromethyl )-3, 4-dihydro-2H- 
25 l,2,4-benzothiadiazine-7-sulfonamide 1,1-dioxide is known as a 
diuretic and antihypertensive agent, but never as a topical 
:ri^-.j.Ci_cion. 

Reference has been made herein to 6-chloro-3-(dichloro-. 
methyl ) -3 , 4-dihydro-2H-l , 2 , 4-benzothiadiazine-7-sulfonamide 
30 1,1-dioxide. It is to be understood that derivatives and salt 
forms of 6-chloro-3-(dichloromethyl)-3,4-dihydro-2H-l,2,4- 
benzothiadiazine-7-sulfonamide 1,1-dioxide are also 
contemplated within the scope of the invention and may be used 
instead of the 6-chloro-3- ( dichloromethyl ) -3 , 4-dihydro-2H- 
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l,2,4-benzothiadiazine-7-sulfonamide 1, 1- dioxide. The 
compound 6-chloro-3-( dichloromethyl )-3, 4-dihydro-2H-l , 2,4- 
ben2othiadiazine-7-sulf onamide 1,1-dioxide is disclosed in 
deStevens et al . , Experientia , 16, 113 (1960). The compound 
5 has a solubility in water of 0-8 mg/ml at 25*C, and a 
solubility in ethanol of 21 mg/ml at 25**C. 

To a graduated 1000 ml beaker there are added first 20 mg 
powdered 6-chloro-3-( dichloromethyl ) -3, 4-dihydro-2H-l , 2,4- 
benzothiadiazine-7-sulf onamide 1,1-dioxide and 55 ml 95% 

10 ethanol which are intimately mixed together, followed by 
addition of water to the 1000 ml mark. The resultant 

solution contains a two percent 6-chloro-3-( dichloromethyl )- 
3 , 4-dihydro-2H- 1 , 2 , 4 - benzo t hi adi az ine - 7 - sul f onamide 1,1- 
dioxide in a 5% ethanolic solution suitable for topical 

15 application to the scalp of a bald patient for the treatment 
of baldness. 

For the treatment of baldness, on a daily basis there is 
administered 2 cc to the scalp of said patient for the growth 
of hair on said bald spot. Administration is carried on 

20 twice a day, once in, the morning after showering and once in 
the evening before retiring. 

50 mg. . 6-chloro-3-( dichloromethyl ) -3 , 4-dihydro-2H-l , 2,4- 
benzothiadiazine-7-sulfonamide 1,1-dioxide is dissolved in 
1000 ml water to provide a solution for use in treatment of 

25 baldness. A standard bottle for pharmaceutical liquids is 
filled with 200 ml of the solution of this example, and placed 
in a rectangular cardboard package together with a package 
insert giving directions for the topical administration of 6- 
chloro-3- ( dichloromethyl ) -3 , 4-dihydro-2H-l , 2 , 4-benzothiadia- 
30 zine-7-sulfonamide 1,1-dioxide for alleviation of the effects 
of baldness . 

The compound 6-chloro-3- ( dichloromethyl ) -3 , 4-dihydro-2H- 
1, 2, 4-ben2othiadiazine-7-sulfonamide 1 , 1-dioxide was tested 
for treating baldness. To test the suitability of 6-chloro-3- 
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( dichloromethyl ) -3 , 4-dihydro-2H- 1 , 2 , 4-benzothiadiazine-7- 
sulfonamide 1,1-dioxide as a treatment agent for baldness the 
following test was conducted. A total of 12 mouse trials were 
involved. A test was made for 6-chloro-3-( dichloromethyl )- 
5 3 , 4-dihydro-2H-l, 2, 4-benzothiadiazine-7-sulf onamide 1,1- 
dioxide on hairless weanling mice on a grading scale of no 
hair growth ("0"); sparse growth ("1"); fuzzy growth ("2"); 
and very fuzzy growth ("3"). Six different mice were tested 
for the compound 6-chloro-3-( dichloromethyl ) -3 , 4-dihydro-2H- 
10 1, 2, 4-benzothiadiazine-7-sulfonamide 1,1-dioxide versus six 
placebo trials. In the following tabulation, "active 
ingredient" refers to the compound 6-chloro-3-( dichloro- 
methyl ) -3 , 4-dihydro-2K-l , 2 , 4-benzpthiadiazine-7-sulfonamide 
1, 1- dioxide. 

15 Trial no. Active Ingredient Placebo 

1 13 

2 1 2 

3 3 2 

4 3 2 
20 5 1 1 

6 1 1 

With the placebo having only one trial hitting the 3 
level and two with the 1 level, the trials for 6-chloro-3- 
( dichloromethyl )-3, 4-dihydro-2H-l, 2, 4-benzothiadiazine-7- 
25 sulfonamide ■1,1-dioxide show a superior result for the 
compound of this example versus the placebo. 

A propylene glycol solution is prepared with 6-chloro-3- 
( dichloromethyl ) -3 , 4-dihydro-2H-l , 2 , 4-benzothiadiazine-7- 
sulfonamide 1,1-dioxide in place of the previously described 
30 5% ethanolic solution. 

EXAMPLE III 

The compound 2-chloro-5-( l-hydroxy-3-oxo-l-isoindol- 
inyDbenzene sulfonamide is described in the literature. 
Reference has been made herein to 2-chloro-5-( l-hydroxy-3-oxo- 
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1-isoindolinyl )ben2ene sulfonamide. It is to be understood 
that any derivatives and salt forms of 2-chloro-5- ( 1-hydroxy- 
3-oxo-l-isoindolinyl )benzene sulfonamide are also contemplated 
within the scope of the invention and may be used instead of 
5 the 2-chloro-5-( l-hydroxy-3-oxo-l-isoindolinyl )benzene 
sulfonamide. 

As this compound has limited solubility in water but has 
solubility in ethanol, an ethanolic' solution is contemplated 
as a preferred embodiment. 
10 To a graduated 1000 ml beaker there are added first 20 mg 

powdered 2-chloro-5-( l-hydroxy-3-oxo-l-isoindolinyl )benzene 
sulfonamide and 55 ml 95% ethanol which are intimately mixed 
together, followed by addition of water to the 1000 ml mark. 
The resultant solution contains a two percent 2-chloro-5- ( 1- 
15 hydroxy-3-oxo-l-isoindolinyl )ben2ene sulfonamide in a 5% 
ethanolic solution suitable for topical application to the 
scalp of a bald patient for the treatment of baldness. 

For the treatment of baldness, on a daily basis there is 
administered 2 cc to the scalp of said patient for the growth 
20 of hair on said bald spot. Administration is carried on 
twice a day, once in the morning after showering and once in 
the evening before retiring. 

A standard bottle for pharmaceutical liquids is filled 
with 200 ml of 'the solution of this example, and placed in a 
25 rectangular cardboard package together with a package insert 
-■ - :.nG direcrions for the topical administration of 2-chloro- 
5-( l-hydroxy-3-oxo-l-isoindolinyl )ben2ene sulfonamide for 
alleviation of the effects of baldness. 

The compound 2-chloro-5-( l-hydroxy-3-oxo-l-isoindol- 
30 inyl)ben2ene sulfonamide was tested for treating baldness. To 
test the suitability of 2-chloro-5-( 1 -hydroxy- 3-oxo-l- 
isoindolinyl ) benzene sulfonamide as a treatment agent for 
baldness the following test was conducted. A total of 12 
mouse trials were involved. A test was made for 2-chloro-5- 
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( l-hydroxy-3-oxo-l-isoindolinyl )benzene sulfonamide on 
hairless weariling mice on a grading scale of no hair growth 
("0"); sparse growth ("1"); fuzzy growth ("2"); and very fuzzy 
growth ("3"). Six different mice were tested for the compound 
5 2-chloro-5-(l-hydroxy-3-oxo-l-isoindolinyl)benzene sulfonamide 
versus six placebo trials. In the following tabulation, 
"active ingredient" refers to the compound 2-chloro-5-( 1- 
hydroxy-3-oxo-l-isoindolinyl ) benzene sulfonamide. 
Trial no. Active Ingredient Placebo 

10 1 . 3 3 

2 1 2 

3 2 2 

4 3 2 

5 1 1 
15 6 . 3 1 

With the placebo having, only one trial hitting the 3 
level and two with the 1 level, the trials for 2-chloro-5-( 1- 
hydroxy-3-oxo-l-isoindolinyl )benzene sulfonamide show a "^-^ 
superior result for the compound of this example versus the 
20 placebo. 

A propylene glycol solution is prepared with 2-chloro-5- 
(l-hydroxy-3-oxo-l-"isoindolinyl) benzene sulfonamide in place 
of the 5% ethanolic solution. 

EXAMPLE IV 

25 Synthesis of 3 , 4-dihydro-3-( phenylmethyl ) -6-( trif luoro- 

methyl)-2H-l,2,4-benzothiadiazine-7-sulfonamide 1,1-dioxide is 
disclosed in Holdrege et al., J. Am. Chem. Soc , 81, 4807 
(1959); and Goldberg, U.S. patent 3,265,573 (1966). 

The use of 3, 4-dihydro-3-(phenylmethyl )-6-( trif luoro- 

30 methyl )-2H-l, 2, 4-benzothiadiazine-7-sulfonamide 1,1-dioxide is 
known as a diuretic and antihypertensive agent, but never as a 
topical medication. 

Reference has been made herein to 3, 4-dihydro-3-( phenyl- ..^^ 

methyl )-6-(trifluoromethyl)-2H-l, 2, 4-benzothiadiazine-7- 



I 
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sulfonamide 1,1-dioxide. It is to be understood that 
derivatives and salt forms of 3, 4-dihydro-3-(phenylmethyl )-6- 
( trif luoromethyl )-2K-l, 2, 4-ben2othiadia2ine-7-sulf onamide 1, 1- 
dioxide are also contemplated within the scope of the 
5 invention and may be used instead of the 3 , 4-dihydro-3- 
(phenylmethyl ) -6-( trif luoromethyl )-2H-l, 2, 4-benzothiadia2ine- 
7-sulf onamide 1 , 1-dioxide . 

The compound is not soluble in water but is soluble in 
alcohols, making an ethanolic solution a preferred embodiment 
10 of the present invention . 

To a graduated 1000 ml beaker there are added first 20 mg 
powdered 3, 4-dihydro-3-( phenylmethyl ) -6- ( trif luoromethyl )-2H- 
1, 2, 4-benzothiadiazine-7-sulfonamide 1,1-dioxide and 55 ml 95% 
ethanol which are intimately mixed together, followed by 
15 addition of water to the 1000 ml mark. The resultant 

solution contains a two percent 3 , 4-dihydro-3- ( phenylmethyl ) - 
6-( trif luoromethyl ) -2H-1, 2, 4-benzothiadiazine-7-sulf onamide 
1,1-dioxide in a 5% ethanolic solution suitable for topical 
application to the scalp of a bald* patient for the treatment 
20 of baldness. 

For the treatment of baldness, on/ a daily basis there is 
administered 2 cc to the scalp of sai4 patient for the growth 
of hair on said bald spot. Administration is carried on 

twice a day, once in the morning after showering and once in 
25 the evening before retiring. 

standard bottle for pharmaceutical liquids is filled 
with 200 ml of the solution and placed in a rectangular 
cardboard package together with a package insert giving 
directions for the topical administration of 3 , 4-dihydro-3- 
30 ( phenylmethyl ) -6- ( trif luoromethyl )-2H-l, 2, 4-benzothiadia2ine- 
7-sulfonamide 1,1-dioxide for alleviation of the effects of 
baldness. 

The compound 3, 4-dihydro-3- ( phenylmethyl ) -6"( trif luoro- 
methyl )-2H-l, 2, 4-ben2othiadiazine-7-sulfonamide 1, 1-dioxide 
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was tested for treating baldness. To test the suitability of 

3, 4-dihydro-3-(phenylmethyl ) -6- ( trif luoromethyl ) -2H-1 , 2,4- 

ben2othiadiazine-7-sulf onamide 1,1-dioxide as a treatment 

agent for baldness the following test was conducted- A total 

5 of 12 mouse trials were involved. A test was made for 3,4- 

dihydro-3- ( phenyl methyl ) -6- ( trif luoromethyl )-2H-l,2,4- 

benzothiadiazine- 7 -sulfonamide 1 , 1 -dioxide on hairless 

weanling mice on a grading scale of no .hair growth ("0"); 

sparse growth ("1"); fuzzy growth ("2"); and very fuzzy growth 

10 ("3"). Six different mice were tested for the compound 3,4- 

dihydro-3 - ( phenyl methyl ) -6- ( tri f luoromethyl ) -2H-1 , 2 , 4- 

benzothiadiazine-y-sulfonamide 1,1-dioxide versus six placebo 

trials. In the following tabulation, "active ingredient" 

refers to the compound 3 , 4-dihydro-3- ( phenylmethyl ) -6- 

15 (trifluoromethyl)-2H-l, 2, 4-benzothiadiazine-7-sulf onamide 1,1- 
dioxide . 

Trial no. Active Ingredient Placebo 

1 3 3 

2 1 2 
20 3 1 2 

4 1 / 2 

5 3 / 1 

6 - 3 1 

With the placebo having only one trial hitting the 3 
25 level and two with the 1 level, the trials for 3, 4-dihydro-3- 
( phenylmethyl ) - 6- ( trif luoromethyl ) -2H-1 , 2 , 4-benzothiadiazine- 
7-sulf onamide 1,1-dioxide show a superior result for the 
compound of this example versus the placebo. 

A propylene glycol solution is prepared with 3,4-dihydro- 
30 3- ( phenylmethyl ) -6- ( tri f luoromethyl ) -2H-1 , 2 , 4-benzothiadia- 
zine-7-sulf onamide 1,1-dioxide in place of the 95% ethanolic 
solution. 

EXAMPLE V 
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Synthesis of 6-chloro-3- ( chloromethyl ) -3 , 4-dihydro-2- 
methyl-2H-l, 2, 4-benzothiadiazine-7-sulfonamide 1, 1-dioxide is 
disclosed in Close et al,, J. Am. Chem. Soc , 82, 1132 (1950). 
The use of 6-chloro-3- ( chloromethyl ) -3, 4-dihydro-2-methyl-2H- 
5 1, 2, 4-ben20thiadia2ine-7-sulfonamide 1, 1-dioxide is known as a 
diuretic and antihypertensive agent, but never as a topical 
medication. 

Reference has been made herein to 6-chloro-3" ( chloro- 
methyl ) -3 , 4-dihydro-2-methyl-2H-l , 2, 4-benzothiadiazine-7- 
10 sulfonamide 1, 1-dioxide. It is to be understood that any 
derivatives and salt forms of 6-chloro-3- ( chloromethyl ) -3 , 4- 
dihydro-2-methyl-2H-l, 2, 4-benzothiadia2ine-7-sulf onamide 1, 1- 
dioxide are also contemplated within the scope of the 
invention and may be used instead of the 6-chioro-3- ( chloro- 
15 methyl ) -3 , 4-dihydro-2-methyl:-2H-l , 2, 4-ben20thiadiazine-7- 
sulfonamide 1 , 1-dioxide,. 

The compound 6-chloro-3"( chloromethyl ) -3 , 4-dihydro-2- 
methyl-2H-l, 2, 4-benzothiadiazine-7-sulf onamide 1, 1-dioxide is 
sparingly soluble in ethanol, and almosr insoluble in water. 
20 To a graduated 1000 ml beaker there are added first 20 mg 

powdered 6-chloro-3- ( chloromethyl ) -3 , 4-dihydro-2-methyl-2H- 
1, 2, 4-benzothiadiazine-7-sulfonamide 1, 1-dioxide and 55 ml 95% 
ethanol which are intimately mixed together, followed by 
addition of water to the 1000 ml mark. The resultant 

25 solution contains a two percent 6-chloro-3- ( chloromethyl ) -3 , 4- 
dihydro-2.methyl-2H-l,2,4-ben2othiadia2ine-7-sulfonamide 1,1- 
dioxide in a 5% ethanolic solution suitable for topical 
application to the scalp of a bald patient for the treatment 
of baldness. 

30 For the treatment of baldness, on a daily basis there is 

administered 2 cc to the scalp of said patient for the growth 
of hair on said bald spot. Administration is carried on 
twice a day, once in the morning after showering and once in 
the evening before retiring. 
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A standard bottle for pharmaceutical liquids is filled 
with 200 ml of the above solution, and placed in a rectangular 
cardboard package together with a package insert giving 
directions for the topical administration of 6-chloro-3- 
5 ( chloromethyl ) -3 , 4-dihydro-2-methyl-2H-l , 2 , 4-benzothiadiazine- 
7-sulfonamide 1,1-dioxide for alleviation of the effects of 
baldness. 

The compound 6-chloro-3- ( chloromethyl ) -3, 4-dihydro-2- 
methyl-2H-l,2,4-benzothiadia2ine-7-sulfonaraide 1,1-dioxide was 

10 tested for treating baldness. To test the suitability of 6- 
chloro-3-( chloromethyl ) -3 , 4-dihydro-2-methyl-2H-l , 2 , 4- 
benzothiadiazine-7-sulfonamide 1,1-dioxide as a treatment 
agent for baldness the following test was conducted. A total 
of 12 mouse trials were involved. A test was ■ made for 6- 

15 chloro-3-(chloromet.hyl )-3, 4-dihydro-2-methyl-2H-l,2,4- 
benzothiadiazine-7-sulfonamide 1,1-dioxide on hairless 
weanling mice on a grading scale of no hair growth ("0"); 
sparse growth ("1"); fuzzy growth ("2"); and very fuzzy growth 
("3"). Six different mice were tested for the compound 6- 

20 chloro-3-( chloromethyl) -3, 4-dihydro-2-methyl-2H-l, 2,4- 
benzothiadia2ine-7-sulfonamide 1,1-dioxide versus six placebo 
trials. In the following tabulation, "active ingredient" 
refers to the compound 6-chloro-3-( chloromethyl ) -3, 4-dihvdro- 
2-methyl-2H-l,2,4-benzothiadiazine-7-sulfonamide 1,1-dioxide. 

25 Trial no. Active Ingredient piacebo 

1 3 

2 3 2 

3 2 



4 2 



30 5 3 ^ 

' 3 
With the placebo having only one trial hitting the 3 
level and two with the 1 level, the trials for 6-chloro-3- 
( Chloromethyl ) -3 , 4-dihydro-2-methyl-2H-l , 2 , 4-benzothiadiazine- 
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7-sul f onamide 1^1-dioxide show a superior result for the 
compound of this example versus the placebo. 

A propylene glycol solution is prepared with 6-chloro-3- 
( chloromethyl )-3 , 4-dihydro-2-methyl-2H-lv 2, 4-benzothiadiazine- 
5 7-sul f onamide 1,1-dioxide in place of the 5% e.thanolic 
solution. 

EXAMPLE VI ' 

Synthesis of 6-chloro-3, 4-dihydro-2-methyl-3-{ [(2,2,2- 
trifluoroethyl )thio]methyl}-2H-l,2, 4-benzothiadiazine-7- 

10 sulfonamide 1,1-dioxide is disclosed in McManus, U.S. Patent 
3,009,911 (1951). The use of 6-chloro-3 , 4-dihydro-2 - 

methyl -3- { [(2,2, 2- trifluoroethyl )thio] methyl }-2H-l,2,4- 
benzothiadiazine-7-sulf onamide 1,1-dioxide is known as a 
diuretic and antihypertensive agent, but never as a topical 

15 medication. 

Reference has been made herein to 6-chloro-3, 4-dihydro-2- 
methyl-3- { [(2,2, 2- trifluoroethyl ) thio] methyl }-2H-l,2,4- 
benzothiaddazine-7-sulf onamide 1,1-dioxide. It is to be 
understood that derivatives and salt forms of 6-chloro-3 , 4- 

20 dihydro-2-methyl-3-{ [ ( 2 , 2 , 2 - tri f luoroethyl ) thio] methyl } -2H- 
1,2, 4 -benzothiadiazine- 7 -sulfonamide 1 , 1- dioxide are also 
contemplated within the scope of the invention and may be used 
instead of the 6-chloro-3, 4-dihydro-2-methyl-3- { [(2,2,2- 
trif luoroethyl ) thio ] methy 1 } - 2H- 1 , 2 , 4- benzothiadiazine -7 - 

25 sulfonamide 1,1-dioxide. It is desirable to include in any 
aqv^ '-' iedium alkali metal carbanates or hydroxides because 
the compound 6-chloro-3 , 4-dihydro-2-methyl-3- ( [(2,2,2- 
trif luoroethyl ) thio ] methyl } -2H- 1 , 2 , 4-benzothiadi azine-7- 
sulfonamide 1,1-dioxide is practically insolube in water 

30 without this adjustment. 

To a graduated 1000 ml beaker there are added first 20 mg 
powdered 6-chloro-3 , 4-dihydro-2-methyl-3- [ [ ( 2, 2, 2-trif luoro- 
ethyl ) thio ]methyl}-2H-l, 2, 4-benzothiadiazine-7-sulf onamide 
1,1-dioxide and 55 ml 95% ethanol which are intimately mixed 
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together, followed by addition of water to the 1000 ml mark. 
The resultant solution contains a two percent 6-chloro-3,4- 
dihydro-2-methyl-3-{ C( 2,2, 2-trifluoroethyl )thio]methyl}-2H- 
1, 2, 4-benzothiadia2ine-7-sulfonamide 1,1-dioxide in a 5% 
5 ethanolic solution suitable for topical application to the 
scalp of a bald patient for the treatment of baldness. 

For the treatment of baldness, on a daily basis there is 
administered 2 cc to the scalp of said patient for the growth 
of hair on said bald spot. Administration is carried on 
10 twice a day, once in the morning after showering and once in 
the evening before retiring. 

50 mg 6-chloro-3 , 4-dihydro-2 -methyl -3 - C [ ( 2 , 2 , 2- 
trif luoroethyl ) thio ] methyl } -2H-1 , 2 , 4-benzothiadiazine-7- 
sulfonaraide 1,1-dioxide is dissolved in 1000 ml water having 
15 added thereto magnesium carbonate to provide a solution for 
use in treatment of baldness in accordance with this exampie. 

A standard bottle for pharmaceutical liquids is filled 
with 200 ml of the solution of this example, and placed in a 
rectangular cardboard package together with a package insert 
20 giving directions for the topical administration of 6-chloro- 
3, 4-dihydro-2-methyl-3-{:[ (2,2, 2-trif luoroethyl )thio]methyl}- 
2H-1, 2, 4-benzothiadiazine-7-sulfonamide 1,1-dioxide for 
alleviation of the effects of baldness. 

A propylene glycol solution is prepared with 6-chloro- 
25 3 , 4-dihydro-2-methyl-3-C [(2,2, 2-trifluoroethyl ) thio] methyl}- 
2H-l,2,4-benzothiadiazine-7-sulfonamide 1,1-dioxide in place 
the 95% ethanolic solution. 

EXAMPLE VII 

The compound 6 -chloro-2H-l , 2 , 4-ben2othiadiazine-7- 
30 sulfonamide 1,1-dioxide is described in the literature, 
including Downing, U.S. patent 3,043,840 (1962), Irons et al., 
U.S. patent 3,164,588 (1965), de Stevens et al, U.S. patent 
3,163,645 (1964), and Jones et al., U.S. patent 3,025,292. 
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The use of 6-chloro-2H-l , 2 , 4-benzothiadiazine-7- 
sulf onamide 1,1-dioxide is known as a diuretic agent, but 
never as a topical medication. 

Reference has been made herein to 6-chloro-2H-l , 2, 4- 
5 benzothiadiazine-7-sulf onamide 1,1-dioxide. It is to be 
understood that any derivatives and salt forms of 5"Chloro-2H- 
1,2, 4 -benzothiadiazine-7 -sulfonamide 1 , 1 -dioxide are also " 
contemplated within the scope of the invention and may be used 
instead of the 5-chloro-2H-l,2,4-benzothiadiazine-7- 
10 sulfonamide 1,1-dioxide. 

As this compound has limited solubility in water but has 
solubility in ethanol, an ethanolic solution is contemplated 
as a preferred embodiment. 

To a graduated 1000 ml beaker there are added first 20 mg 
15 powdered 6-chloro-2H-l, 2, 4-benzothiadiazine-7-sulfonamide 1,1- 
dioxide and 55 ml 95% ethanol which are intimately mixed 
together, followed by addition of water to the 1000 ml mark. 
The resultant solution contains a two percent 6-chloro-2H- 
1 , 2 , 4-.benzothiadiazine-7-sulf onamide 1,1-dioxide in a 5% 
20 ethanolic solution suitable for topical application to the 
scalp of a bald patient for the treatment of baldness. 

For the treatment of baldness, on a daily basis there is 
administered 2 cc to the scalp of said patient for the growth 
of hair on said bald spot. Administration is carried on 
25 twice a day, once in the morning after showering and once in 
the evening before retiring. 

A standard bottle for pharmaceutical liquids is filled 
with 200 ml of the solution of this example, and placed in a 
rectangular cardboard package together with a package insert 
30 giving directions for the topical administration of 6-chloro- 
2H-1 , 2 , 4 -benzothiadiazine- 7 -sulfonamide 1 , 1- dioxide for 
alleviation of the effects of baldness. 

The compound 6-chloro-2H-l , 2 , 4-benzothiadiazine-7- 
sulfonamide 1,1-dioxide was tested for treating baldness. To 
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test the suitability of 6-chloro-2H-l, 2, 4-benzothiadiazine-7- 
sulfonamide 1,1-dioxide as a treatment agent for baldness the 
following test was conducted. A total of 12 mouse trials were 
involved. A test was made for 6-chloro-2H-l , 2 , 4-benzo- 
5 thiadiazine-7-sulfonamide 1,1-dioxide on hairless weanling 
mice on a grading scale of no hair growth ("0"); sparse growth 
("1"); fuzzy growth ("2"); and very fuzzy growth ("3"); Six 
different mice were tested for the compoiind 6-chloro-2H-l,2,4- 
benzothiadiazine-y-sulfonamide 1,1-dioxide versus six placebo 
10 trials. In the following tabulation, "active ingredient" 
refers to the compound 6-chloro-2H-l , 2 , 4-benzothiadiazine-7- 
sulfonamide 1,1-dioxide, 

Trial no. Active Ingredient Placebo 

1 2 3 

15 2 2 2 

3 . 2 2 

4 3 2 

5 1 1 

6 3 1 

20 wi-th the placebo having only one 'trial hitting the 3 

level and two with the 1 level, the trials for 6-chloro-2H- 
l,2,4-ben2othiadia2ine-7-sulfonamide 1,1-dioxide show a 
superior result for the compound of this example versus the 
placebo. 

25 A propylene glycol solution is prepared with 6-chloro-2H- 

l,2,4-ben20thiadia2ine-7-sulfonamide 1,1-dioxide in place of 
..^3 5% ethanolic solution. 

EXAMPLE VIII 

Testing of the compound 3, 4-dihydro-6-trif luoromethyl-2H- 
30 l,2,4-benzothiadia2ine-7-sulfonamide 1,1-dioxide is provided 
in this example. To a graduated 1000 ml beaker there are 
added first 20 mg powdered 3, 4-dihydro-6-trif luoromethyl-2H- 
l,2,4-benzothiadia2ine-7-sulfonamide 1,1-dioxide and 55 ml 95% 
ethanol which are intimately mixed together, followed by 
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addition of water to the 1000 ml mark. The resultant 

solution contains a two percent 3, 4-dihydro-6-trif luoromethyl- 
2H-1, 2, 4-ben2othiadiazine-7-sulfonamide 1,1-dioxide in a 5% 
ethanolic solution suitable for topical application to the 
5 scalp of a bald patient for the treatment of baldness. 

For the treatment of baldness, on a daily basis there is 
administered 2 cc to the scalp of said patient for the growth 
of hair on said bald spot. Administration is carried on twice 
a day, once in the morning after showering and once in the 
10 evening before retiring. 

50 mg 3, 4-dihydro-6-trif luoromethyl-2H-l, 2, 4-benzothia- 
diazine-7-sulf onamide 1,1-dioxide is dissolved in 1000 ml 
water having added thereto magnesium carbonate to provide a 
solution for use in treatment of baldness in accordance with 
- 15 this example. 

A standard bottle for pharmaceutical liquids is filled 
with 200 ml of the solution of this example, and placed in a 
rectangular cardboard package together with a package insert 
giving directions for the topical administration of 3,4- 
20 dihydro-6-trif luoromethyl-2H-l , 2 , 4 - benzo t hi a di az i ne - 7 - 
sulfonamide 1,1-dioxide for alleviation of' the effects of 
baldness. 

The compound 3 , 4-dihydro-6-trif luoromethyl-2H-l , 2,4- 
benzothiadiazine-7-sulfonamide 1, 1-dioxide was tested for 

25 treating baldness. To test the suitability of . 3 , 4-dihydro-6- 
tr' :orometh7l-2H-l, 2,4-benzothiadiazine-7-sulfonamide 1, 1- 
dioxide as a treatment agent for baldness the following test 
was conducted. A total of 12 mouse trials were involved. A 
test was made for 3 , 4-dihydro-6-trif luoromethyl-2H-l , 2, 4- 

30 benzothiadiazine-7-sulfonamide 1, 1-dioxide on hairless 
weanling mice on a grading scale of no hair growth ("0"); 
sparse growth ("1"); fuzzy growth ("2"); and very fuzzy growth 
("3"), Six different mice were tested for the compound 3,4- 
dihydro-6-trif iuoromethyl-2H-l, 2, 4-benzothiadiazine-7- 
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sulfonamide 1,1-dioxide versus six placebo trials. In the 
following tabulation, "active ingredient" refers to the 
compound 3 , 4-dihydro-6-trif luoromethyl-2H-l , 2 , 4-benzothia- 
diazine-7-sulfonamide 1,1-dioxide 
5 Trial no. Active Ingredient Placebo 

1-2 3 
2 2 2 

3.2 2 • 

4 3 2 

10 5 1 1 

6 3 1 

With the placebo having only one trial hitting the 3 
level and two with the 1 level, the trials for 3, 4-dihydro-6- 
trifluoromethyl-2H-l,2,4-benzothiadiazine-7-sulfonamide 1,1- 
15 dioxide show a superior result for the compound of this 
example versus the placebo. 

A propylene glycol solution is prepared with 3,4-dihydro- 
6-trif luoromethyl-2K-l , 2 , 4-benzothiadiazine-7-sulf onamide 1,1- 
dioxide in place of the 9 5% ethanolic solution. 
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WHAT IS CLAIMED IS : 

1. A method of enhancing growth of fine vellous hair 
into terminal hair in an least partially bald person which 
comprises topically applying to the scalp a compound selected 

5 from the group consisting of 6-chloro-3 , 4-dihydro-2H-l , 2, 4- 
ben2othiadiazine-7-sulf onamide 1 , 1-dioxide, 6-chloro-3- ( di- 
c hi orom ethyl ) -3 , 4-dihydro-2H-l ,2,4-benzothiadiazine"7- 
sulfonamide 1,1-dioxide, 2-chloro-5-( l-hydroxy-3-oxo- 1 - 
isoindolinyl ) benzene ' sulfonamide , 3 , 4-dihydro-3- ( phenyl - 

10 methyl)-6-( tr i f luoromethy 1 ) -2H-1 , 2 , 4-benzothiadiazine-7- 
sulfonamide 1, 1 -dioxide , 6 -chloro-3- ( chloromethyl ) -3 , 4- 
dihydro-2-methyl-2H-l, 2, 4-ben20thiadiazine-7-sulf onamide 1, 1- 
dioxide, 6-chloro-3, 4-dihydro-2-methyl-3 - { [ ( 2 , 2 , 2-trif luoro- 
ethyl ) thiol methyl }-2H-l , 2, 4-benzothiadiazine- 7 -sulfonamide 

15 1 , 1-dioxide, 6-chloro-2H-l , 2, 4-benzothiadiazine-7-sulf onamide 
1, 1- dioxide and 3, 4-dihydro-6- tr if luoromethy 1-2H-1 , 2,4- 
benzothiadiazine-7-sulf onamide 1,1-dioxide whereby the smooth 
muscles in the small blood vessels in the papilla part of 
connective tissue of skin that supplies the hair follicle is 

20 relaxed, thereby increasing blood flow to the hair matrix 
leading to the maturation of fine hairs into terminal hairs. 

2, A method of permitting the normal growth of fine 
vellous hair into terminal hair in an least partially ' bald 
person in accordance with claim 1, wherein said compound is 

25 applied from a topical solution containing at least about 0.01 
weight percent said compound in- a suitable carrier for said 
compound. 

A method of permitting the normal growth of fine 
vellous hair into terminal hair in an least partially bald 
30 person in accordance with claim 2, wherein said suitable 
carrier is propylene glycol. 

4. A method of permitting the normal growth of fine 
vellous hair into terminal hair in an least partially bald 
person in accordance with claim 2, wherein said suitable 
35 carrier is an ethanolic solution. 
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5. A method of permitting the normal growth of fine 
vellous hair into terminal hair in an least partially bald 
person in accordance with claim 2, wherein the solvent is a 
mixture of ethylene glycol and propylene glycol. 
5 6. A method of claim 1 wherein said compound is 6- 

chloro-3,4-dihydro-2H-l, 2,4-benzothiadia2ine-7-sulfonamide 
1, 1 -dioxide. 

7. A method of claim 1 wherein said compound is 6- 

chloro-3-(dichloromethyl )-3,4-dihydro-2H-l,2, 4-benzothia- 
10 diazine-7-sulfonamide 1,1-dioxide. 

8. A method of claim 1 wherein said compound is 2- 
chloro-5-( l-hydroxy-3-oxo-l-isoindolinyl )benzene sulfonamide. 

9. A method of claim 1 wherein said compound is 3,4- 
dihydro-3-(phenylmethyl ) - 6 - ( trif luoromethyl ) -2H-1 , 2 , 4- 

15 benzothiadia2ine-7-sulfonamide 1,1-dioxide. 

10. A method of claim 1 wherein said compound is 5- 

chloro-3-( chloromethyl )-3, 4-dihydro-2-methyl-2H-l,2, 4- 
benzothiadiazine-7-sulfonamide 1, 1-dioxide. 

11. A method of claim 1 wherein said compound is 6- 
20 chloro-3,4-dihydro-2-methyl-3-([(2,2,2-trifluoro- 

ethyl)thio]methyl}-2H-l,2,4-benzothiadia2ine-7-sulfonamide 
1 , 1-dioxide. 

12. A method of claim 1 wherein said compound is 6- 
chloro-2H-l,2,4-ben2othiadiazine-7-sulfonamide 1,1-dioxide. 

13. A method of claim 1 wherein said compound is 3,4- 

dihydro-6-trifluoromethyl-2H-l,2,4-ben2othiadiazine-7- 
sulf onamide 1 , 1-dioxide . 

14. A topical medication for reversing the effects of 
baldness on the scalp of an at least partially bald subject 

30 which comprises a baldness -reversing amount of a compound of 
claim in a form suitable for topical administration in a 
carrier therefor, said compound on continued application to 
said scalp effecting the growth of hair thereon. 
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15. A topical medication of claim 14 wherein said 
compound is present in an amount of at least about 0,01 weight 
percent in said suitable carrier. 

16. A method for reversing the effects of baldness on 
5 the scalp of an at least partially bald subject which 

comprises administering topically to said scalp a baldness- 
reversing amount of a compound of claim 1. 

17. A kit containing a medication suitable for reversing 
the effects of baldness on the scalp of an at least partially 

10 bald subject which comprises a package containing: 
(a) a container including a topical 
medication containing a compound of 
claim 1 for topical administration to 
the scalp of said subject; and 
15 (b) directions for administration of said 

compound to said scalp for the 
reversal of the effects of baldness 
said compound upon continued application to' said scalp 
effecting the growth of hair thereon. 

18. A kit of claim 17 wherein said compound in said 
container (a) includes a topical solution containing at least 
about 0.01 weight percent said compound in a carrier suitable 
therefor. 
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US, 



A, 0125420 (BOEHRINGER INGELHEIM LTD) 

21 November 1984 

see page 11, lines 24-26 

A, 0027655 (WELLA AG) 29 April 1981 
see the whole document, in particular 
page 2, line 6 - page 3, line 11 
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A, 4184039 (SOLDATI et al.) 
15 January 1980 
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So*'-.-. r» ' . -.ft of cited documenti: »o 

oocami jsfining the ovntca) ttatt of the art which ia not 
contioered to be of particular relevance 

earlier document but publithed on or after the international 
niing date 

document which may throw doubtt on priority claim(t> or 
whtch it Cited to eitabiith the publication date of enother 
citation or other tpectal reaaon (at tpecifted) 

•'O'* document referring to an oral ditcleture. use, exhibition or 
other meant 

"P" document publithed prior to the inttrnational filina date but 
later than tne priority date claimed 



T later document publithed after the International filing date 
or priority date and not in conflict witri tne application out 
cited to underttand the principle or theory underty>no tne 
invention 

"X" documant of particular ret*«ance: the elaimeo invention 
cannot be coneidared noval or cannot be centtocred to 
Involve an inventive atap 

"Y" document of particular relevance: the claimed indention 
cannot be conttdered to involve an inventive ttep wnan tne 
document it combined wttn one or more other tucn docu* 
mtntt. auch combination being obviout to a perton tkiited 
m the art. 

document member of the tame patent family 
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VS OBSERVATIONS WHERE CERTAIN CLAIMS WERE FOUWB UWSEARCHABLE ■ 

Th^ .n..,n.«=n. p r.»,« „,t ,„ „ ^^^^^^^^^ ^^^^^^^^ 

1.!X1 CI,™ n«mo,r,.i-.-.J. b.«u.. .h.y ,„„. ,o .ubi.« m,n„ no. r„ulr.d to b. „.«h.d b, Authorn,. 

See PCT Rule 39.1(iv) Methods for treatment of the human or animal body 

by surgery or therapy, as well as diagnostic 
methods . 



VlQ OBSERVATIONS WHERE UNITY OF IHVEWTIOH IS LA CKING » 
Thl. .„..rn,.icn.l S..rchl„8 Au.hor.„ leund m„«lp,. .„,.n,,e„. ,„ ,h.-. ,„,.,„«,o„„ 



•aoona «nd mrrd »«nt«nc«s of 



i.Q A« atl r«Quiftd iddltlonal s.areh fMS »trt timtlr paid by tht tpDlteint thi. int.«.*r . 

of th. international application. m. applicant, thia intamatlonal aaareh rtport eovera ail ttarchabl* elaima 

At only aoma of tht rtqulrad additional laarch mmrm ..t^ i. ... 

thoa. Claim, of tft. intamaUona. application IrcM-IT^lTr^^ .pI^.«TS: ' '•^""^ "^'^ 



XQ No I 

^^^^^ rtport la raatrfctad to 



Remark on Protaat 

□ Th. addiuonal ...rch f.a. w.ra accomp.nl,d by appllcanr. protaat 

□ No prottat accompanied tha paymant of additional aaareh faaa. ' 
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